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O-, -CH (OH) -*fctt-NR 8 - (fe^bR 3 lifi^$tLTV\T=fe; cfcV^T 
/I/4f/I/3£&S*i\ ) mttO^fcttl ; nteO. 1 £fc»2 ; Xtt 

CHJfcliN; At±je^#*feliKsR«l~7©2«©JlJ»»i*tft*3Rai ; Q ii 

Ettae>iCl~4«©«|Rg|€:^UT:v%T%J:<, ISttgUSttR^Jir&bTait 

b-cay, TNF-aanws»*&^bTf^ffl-r*sE^fi»i. 

3 ] R jWB&S tlT V> T % J: V*3t3lS8lt3£T* & -5 1 fB«©m^»J 

o 

[**^4] ^mmmt>\ tru^;K *3?*v^j/i/*;u*^Tvry/i/3£-c&sflt 

3 iE*<Z>m^«!fo 




o 
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Mb 2] 



[ff^6] X^CHT'feSM^llS««)m^M 0 

8 ] L <fc tmjfoK*jrFT?S>*3M*3B 1 SB*©m^5ffiMo 
[»*&9] <ffr£4&#5- [4- [2- (5-X^;i/-2-tf U znh3f£/ 
] -2, 4 -^T!/U 5? > 5?*>Tf *5»#a 1 IBiO^E 

0] fcliMW (R) ~ ( + ) -5 - [3- [4- [2- (2-7U/U 
) - 5 -*^;i/-4 -^-fr^U;!/* h^S/] - 3 - ^ h 3f 2/ 7 a:: •] ~fXl fcf 

;P] -2, 4 -a-*-9-v"j ^^^T'&^if^iia^©^^,, 

[0 0 0 1] 
[0 0 0 2] 

tnf- a t^T)/vv>nm>fciiommz-D^T. m^trmi) —4) <d 

1) #BI¥7 - 2 8 5 8 6 4 *T\rV i;>iWTN F©i4fe 

£ mi ?- s r £^ib« $ n t v ^ 0 

2) *$?BE^, 5 2^, 6#, 9 5 - 1 0 2 KtCtt, ^T^U S?>«NM*#T 
N F a <£>|§JS £ <BT $ "E\ TN F a fCi-S-f >igM'ffi£3$C#'3-£ 3 

3) X> V / □ ^~ (Endocrinology) , 13 4#, 1 2 6 4 -2 7 
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on, 1 9 9 4 mz £ >r > * y tr* ^ y # y t- 

4) l>F?'J>'Dy- (Endocrinology) , 1 3 6t, 4 -if, 1474-1 
4 8 11, 1 9 9 5^1*, >f >X U >«3ttitafiSI#» T N F a 0)«HRISft-*tC 

[0 0 0 3] 

6) <Djcffitf$at>nT^z> 0 

5) W0 9 6/3 4 9 4 3lClt ^ h^^>^f5gBMtt, 

t^*--e?&a!"r**i5S^ffi«sn, h 1 z-v ^i/ff±-M ^y\L 

tf^-tlt, tf*-^y -t&£>1Z>5- [4- [2- (5-m^;i/-2- 

tfU^^/) aih^r*/] <yi?fr) -2, 4 -^T!/U ^>^>©M^#&5 0 

6) if • S?-v— • ^-rf - A^f^-n^^;!/ • ^r$^hij- (The Journal of 
Biological Chemistry) , 2 7 1t, 2 3f, 1 3 5 1 5-1 3 5 2 21, 1 

9 9 6i£&C&, 1- (3-7 , J^-4-t*Vf7!/'jy>-2->f'Jf» - 
4 - * *"fe ^ Vy%i if 7 V U 2? > S>tf- > W*fl;#«»#iftWIII& 

& ^ -t 2> 3 i: # s&m 2 *l X v^ s . 

[0 0 0 4] 

[f§f$! b J: ? £ -t « f&S 3 

xfn^ F^^^fn-f K^MM. &^M#mc£ o Tfi 1 *) 

3 10-3076293 




9 — 225302 



=b £ e> tix v> 5 c 

[0 0 0 5] 

mm & iwft-r & £ #> 



O-, -CH (OH) -£fcte-NR 3 - (fe^bRSttfiSISnT^TfcJ^r 
;i/^p;i/S £at1-o ) T^Stl^g; mfcfcO ; nliO, l£fc&2;Xfci: 

CH-fcfcliN ; Att*g^#*fcHd£sS8ti ~7©2flf©BIJte^'fk7K** ; QW: 

E&$e>ici~4 0(Z)egig£;£LTv^ ; kcf:<, mm&mzR 1 n%m?i>xm 

L/ T y , TNF-a #Jfli!l»& L T * £ & &&& iC WT £ . 
[0 0 0 6] 

Rxm2ft&mMznx^x&&^mtykmmz&ttz>$;itykm&t vxit. 



lit 3] 
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^v:^;k sec.-yf-;^ t .-^;K -f v^>^;k * 

i-^n^n;K 2-^d^^;k 2-^-;w 3 --j^-jl 

- 2 l --/n^- l -/<>^-;k 2-^>^-;k 3-/^>5=- 

^— >>K 1 -^n ¥—)V. 2-^DfcTzi;K l-^n;K 2-^ 

— ;k 3-^-;k 2-/<>^-;i/, 3-^>^— ;k 4- 

1-^\^t^-;k 3 -^\^ri/-;i/, 2 , 4 ->\3r-tf-SM ~ /K 5- 

^n^swK ^^n/\^;i/^2f^^3-7©^fnfli^^fc7Km 
» («U is?u7)\,3r;vm^) £<ktf l -5^n^>^-;i/, 2 n/o-5=- 
— ^ 3 — n^>f-iK l n^\^r-fen;i/, 2-i/^nAdpt-;i/, 

3 -i/^DA^t-iK 1 - i/^DA^f-iK 2 -^^ n/\^— 3-i/ 
[0 0 0 7] 

5 HilE#5j2 10-307 
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3i5=-;K i/9w\*rZ/)]/7*u\*ji/* i/^n^\^;i/^^;K □'\:/^;^:Il3 : - 
f?iS£ lT& , ^g/Qi;^ -7 x^f;K 1 - 7 1 - ;i/x^-;i/, 3 - 7 x. — 
^^nt:;!/. 2-7i-;i/^n^, 1 -:7^:=ji/^nfcr;i/&^3fifJt7~9 

^■jv. & --ry^;v^;i/t£if^mWLi i~i 3 cd^-^^^t;!/^;!/ ; 
2- (2-^-^^;W tf— ;i/&ifj^fjig$:i 2 — 1 3 <z>-j::7^;i/T;i"7-— 
7?#«fi£fb!KiR3£i: Lilt ^Siifc 6 ~ 1 4 ©^asK-fb*** («, T U — 

[0 0 0 8] 

?*^ll^§ArDl??: 1 & ^ t 4 Mft 5 5 ~ 7 

1 &v>L2M©^iSyK-?-£#t? 61S, 

i: l x Mi « 2 - if y 3 - tr u s?;k 4 - 1: u ^ 
;k 2-b?y^-;K 4 -if y ^ *?=lj\,* 5-t?y^^;K 6 -truss?— 

6 {ti$E4t¥ 10-3076293 
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3 -tf v #V-;v. 4-bfu^^-;K 2 - tf^ i/— 2-bfnu;K 3 
-enu;K 2->f^£Vy;K 4-^*#vj;k 5->f$#yy;K 3-tr 

4-^T!/u;k 5 -^T x /u;i/, 2 -^i^y ;k 4 - !/y;w 

5 -^-^-^y;;!/, l,2,4-t^1fi;7!/-;i/-5->f^ l,2,4-hU7 

3 ->r ;k 1 ,2 , 3 - h yyy-;i/-4 ->f;K ^ 5 
;k ^<>X>r ^ #V-;i/- 2 ->f ;k r-;i,- 3 -^t;k iH--f>#v- 
;i/-3 — f;K lH-trnn [2,3-b] 2 -^r;w iH-ifnn 

[2,3-b] fcT'J^>-6--f;K lH-^f^!/ (4,5-b] tfU^>-2 

--r;i/> 1 H->r ^ #v [4 , 5 - c) try vy- 2 --f ;b, iH->f>^; ( 

4,5-b] tT^y>-2--f;i/, ^<>yif^-;K 3, 4-^tKD-^>y 
[0 0 0 9] 

&mm&. i¥^mm&mmm. An^>if, -hum. m^tix^x^^ 

7;i^;vStf)# : ji&M£ ITU ^3R3Ri ~i o©r;i/^p;u^ ^Ix.tf^f;i/ 
, jl^jw ^ntf;K >fy^ntf;K >fy^^ sec.-^;K t.- 

-fy^>f;K t.-/^>^;K 

3 , 3 -2?*^;i/^;K 2-ji^;i/^;k ^\^r$/;w ^<>^;i/, 
;-;k 7^;^ 

7 ffi$E#¥ 10-307 
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— ;k y;;w >fy^n^-^, l-^n^— ;k 2 1 --^n^n;i, 
, 1-^— ;w 2-^t=--;k 3-^-;k 2 1 3 

2 -zff-— ;i/> i-^>-5^— ;k 2-^o-t-— ;k 3 ;w 

1 2-^nbfn;p, l-^n;K 2-:/^-;k 3- 

2-^s>^— ;K 3-^>^^;k 4 
. 1 -'xSf i/— ;k 2-/\^rS/— ;i/> 3-^\^rSyn;i/, 4-^\^r^— /w 5-^\ 

^ ^> - ;i/ & H # ^ if £ *i s „ 

[0 0 10] 

Mx.ii^^o^ntf;i/, */&uzfm* s^n^>^-;K S/^n^^K 2/^ 
n'v?'*-;!/. */9uit9 t f-j\/* tfS/^n [2.2.1] i^^n [2. 

2.2] tf£/?n [3.2.1] Jrtr^JW ¥i/ZU [3.2.2] } — 

;k \±i/?U [3.3.1] J —jl. ifi/?U [4.2.1] hfi/?U [4 

. 3 . 1 ] TisJl* £f##tf£*i& 0 

W*.t£2 n^>-^>- 1 ->f;K 3 n^<>^>- 1 ->f/i/* 2 

- i/^ n^\^r-fe>- 1 - ^f;K 3 D^^r-feV- 1 ->f ;i/i&^)i)W e>*i<g> 

o 

>>^nr;i/^^x-;i/S©^ji^Mi: btn ^^4~i o©£/?ny;i/2j 
ftf£.&2 ,4 - i/t w<y& 1 ->f ;k 2,4-i/^n^\^r 

1 --f ;k 2 , 5 -i/tu^-vy^y- 1 ->f 

o 

8 {±ilE#^ 10-3076293 
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[0 0 11] 

^S3K«*ai3S©«F3a&«i: btli, MAtf7'J;i/, ifny;K * 

t?^yy;i/, i ,2,3-;*-3fi*-£?7*/y;K i,2,4-mwj/i/, i, 

3 ,4 -**W7)/VJU. 77f-;K l,2,3-f7^7!/'J;K 1,2,4- 
fT^T^/'J^ l,3,4-f7y7!/y;K l,2,3-hU7yj;k 1,2, 

4-mj7i/'J;k ^ h ^ v* u ;k \f. u tr y n ;w if y ^ ^ 

if t^iiS ; li «^ > !/ 7 7 - ;k >fy^>V77-;k 'Ov* 

u^/'j^.'O^mi/'j^ 1 ,2 y^r ap-tf-yy ;k K>»/f 
ryy;K i,2-^^yf7yj;K 1 h-^>v> y yyy ;k ^^y 
;k >fv^;'j^ ^tyv^K sp/ 3r-9-y — 7#^s?=. 

;k t7fj», ^"y-;K ^fys?- ;k #;wtyy;i/, a -^;i/^y — 
;K £ -^j;i/#y 7 - #;i/3}< y r. ;k t 9 V P—Ji, ^-tr^n/i/, 
7i;fr» 7it^, 7x;^tf^-;K f7>hi/-;i/> 7x 
thU ^— ;K 7xthnu >f > K y V—fr, trn □ c i , 2 - b ] try 
#v—fr* tf ^ yn c i , 5 - a ] tf y >r $ v* [ 1 , 2 - a ] tr y 
>f ^ #v c 1 , 5 - a ] tr y £?;k c 1 , 2 - b ] tr y #^;k >r ^ ** 

y Ci,2-a) ify^s;-;K 1,2,4- MJrvn [4, 3 -a] t?y^;K 
1,2,4-hyryn [4,3-b] try #^;i/fc£<zx ff^l^i:it^ 

^i/5 m^m-r^ 2 sis* « 3 m&^Mmarmmmm* £##tf*>n$. 



9 
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[0 0 12] 

^^;k tfnu^V. i^^y^v. ^;i/*yy, ^a-^e^afcy y £>*i 

So 

, ^iti5:3~i ocDi/?DTMM> ^I5c2~i o©t;i/^t-;i/«, 
6~i 2<DTV-)\smmv^j$.t=.\$*smmzftT^T%&^T$;m c-nh 

fig|£*i7cy$ ;ituit M^.ii^5^;i/T^ ^^^;i/T^y. 
r^y, t;x^;i/T^y. ^^;i/T^y, ^ru^r^;, e/^n^^i/T 

3~iooj/^n7Wi, j^*IS[2~i o©T;i/^-;i/^, ^SiIfc3~io 
©i/^ny^-M, ^tS[6~i 2©ru-;i/tt^feii^#^^* ($! 

1 0 tfJSE#¥ 10-3076293 
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[0 0 13] 

Mz-lZTJl=i*i/m. T)VJr-ji*3ri/m. y=y)^^->Vit^i/m. yVJ^Hr 
c.-^h^PS/, t.-y*h3f$/ % ^>^;i/:*3r$/, ^fVOf^t^ri/, 

^;i/;*3fS/> ^\3r 2/ ;i/ s\y°?- jurats. wuzfY*ri/ 
_ - v - ^ ? n /^^^ - •• 

«itf7y^ (allyl) ^-^ri/, *n^;i/;T3r^ 2 -^>^— 

fcVNL24i©g^a&;tLTV^ : &<f:<, r CD J: 3 &figlS£ ITU ftfittfA 
[0 0 14] 

1 1 £H5E#^ 1 0 -3076293 
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tf*^;i/3^> 7nb?;i/^;*\ >f v7u •f+^Jr, -r 

) ^##if e>*i&o 

[0 0 15] 

x^-rMfc S *iT v*T *> J: ^ # ;i/3i?3r £ b T te, 1ST ;i/ 3 3f t/ ij A/ 
fr* jjJliR—Jb& 7';-;i/*^e/*^-;i/if!!)^ 

T/I/n^pS/*-n/3l?— ^/SOWJgJ&ffili: l/Ttt, ^fit^ 2 ~ 5 © T ;b =i 3f S/ # ;i/ 

1 2 mffE#^ 10-3076293 
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i~io®7^s, ^wmmnm. mmms~i 4©7'j-;i/iT^»j, 

•5c 

[0 0 16] 

t e> ic^ti^tiM^^«m«?: i <@£a±, l < i* i ~ 3 mm vx 

5ft»2~6©7;i/$-=./l/iS % JfctlHK2~ 6 ©7/1/* JStSRR 3 ~ 7 © *✓ * 

nrji/^f^/I, ^6^14 07';-^ (#9, 71-^ , 

-fc £ ) s -^75=S^^*^« (Mv-r-h K-n-^-y-;i/r--^ ^-ct^;!/^ 
u/, tf^y^v, trny^v, tr^s?; , i£fStm7~9 ©77/i/*/i/ 

n-=e; (c^) t;i/=¥;i/T^ jm. n, n-s? (c^) 
*/i/7^7 3k ^3g|fc2~8©7*>/i/7^ y » (M, r-fe5=-;i/7^ 7, ^ntr^ 

-AsT.^J, *Z/V4fr7^Jf£lZ) , 7^>>g, J*tfiiffc2~8©7S//l/« ( 

m. Mi2~8©7^ y -r „ *^A^e>r/bs, n-^e/ (Cj_ 4 
) r;i/^;i/*;i/A^-r;i/^ n, n-s? (c^) 7A*/i/#/wt^>f x 

)V7 7^y(Jvm. N-^y (C^) 7/V*/]/*/I/:7 7 : e-f /l/«. N, N-2? ( 

c i-4 ) 7;^M^7 7=t>fM, #/i/3j?*s/;i/a£, £*fii$t2~8©7/i/=i* 
tKn^FS/S, &tm%L 1 ~4 ©7/i/3*S/3S, ^S^gfc2~5© 
7 ;b>?-—/i/ ^j^3~7©i/^n7;i/dp;i/^-ap^g % ^Uii8:7~9© 

, ■}--7^;i/;fr*s/&£) , ^iU[i~4©7^^i/fti, mm 

$C7~9©7^/l/*/I/^;tf-S, M6~14 07'J-W1 (M, 7i-;i/ 

-t-y+x/f-x-ftZ) y *jvfcm. tyyj&, 7$? Kg, -hni, xhn 

(I) tf>, R&, L<teM&£;nTV^ ; fo£v^ig^T'&.2>c R 

1 3 ffi5E#*P 10-3076293 



9 — 225302 



[0 0 17] 

(I) Yli, -CO-, -CH (OH) -ifctt-NR 3 -^f 
-CH (OH) -Jfett-NR 3 -^iK, £ e>lC#£ L<tt-CH ( 

oh) --zf&5„ cncnic^T, R 3 ~em2ftz>n&2ftT\<^T : b&\^rji3rjv 

mz&tfZ>TJl*Jvm£hTl$. iiSl~4 07^S, x 
^"atr;!/, >f v t?;i/, y*^;i/, >fy^f;i/, sec.-y^;!/, \.—7* 

-?Utf*r*/, -fV^t/, ^yjTJ^fJ^ sec.-^fsjpS/, t.-:7h3rS/&£) , 

kKn^Ml, -hnl, ^j?tffci~4cz)7^;i/« (M, ^>n/$^, T-fe^;w 
yntf^-^;i/^if) tjiZifimtf£>ti&. R 3 &. b<tt^3R3Ri~4 ©r;i/ 

ntt. 0, 1 £fct±2 £zkU L<ttO £fcl±l t**>S. 
[0 0 18] 

*^?0©v>-f*i > £ ; fc«l:v^ ■ZVMt&MiiVTte. Mx.l£-CH 2 -, -CH (C 
H 3 ) -, - (CH £ ) 2 — , -CH (C 2 H 5 ) -, - (CH 2 ) 3-, - (CH 2 ) 
4 -, - (CH 2 ) 5 -, - (CH 2 ) 6 -, - (CH 2 ) 7 -<DMm<D*>(D. 
-CH = CH-, -C (CH 3 ) =CH~, -CH = CH-CH 2 - -C (C 2 
H 5 ) =CH-, -CH 2 -CH = CH-CH 2 -, - C Hg- C Hg- C H = C H 
-CH 2 -, -CH = CH-CH = CH-CH 2 - - C H = C H - C H = C H - 
CH = CH-CH 2 -&£*©^g&fn(D%©##tf £*l£„ L 
^£t=.iZ$tm$C l ~4 CD 2flliCDIIJK««ft*SR3|-efey , SmffiftftftzMRStt 
, $ Mc^0T*&S;i£;W£ LV^ 3e>tC#*U< tt*t<&^, -CH 2 

1 4 ffltEIW 10-3076293 
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(CH 2 ) 2 --e«>y % #JCflF*L<tt*g^*fctt- (ch 2 ) 2 --e 
[0019] 

( i ) mamma 

[ft 4] 



[0 0 2 0] 

Mb 5] 



1 5 mU&sp- 10-3076293 
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[00 2 1] 

[ft 6] 



(E) -flsfcitf (Z) -#««#«'t*. 
[0 0 2 2] 

Lfe^tfM^-tti-Ttl^iRJR^fe^-rft^: 

[ft 7] 



3fiFK*JCJ:« (R) -#33<J:Z>* (S) -#©3fc^JM£###fc U Rft-^ftWU 
(R) -#*$<fctf (S) -fluB3fc^?Stt#fcJ:tf^1zS#*:'£tf. 
[0 0 2 3] 

(I) T?*3*lSft-&4&©#* UV>M^ btli> RtfC^T 



E 1 




A-GH=e 




€==0 

.k d-Al) 




(I-A2) 



1 6 



ffiSEf^ 10-3076293 
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-CH (OH) -*fett-NR 3 - (froR 3 #**-/l/) ; n^Otfcttl ; X# 
CH ; A««»g^#*fc»- (CH 2 ) 2 - ; R^TKfftM^ ; 

3ts: 



[0 0 2 4] 

(I) T*3ft«ft^&©#*Lv>J|#Wi:U"CBu 

1) 5- C4- C2- (5 -x^;v- 2-lf U xbdpi/] 'O^;!/) -2 

2) 5- [4- [2 -t: KD^rS>- 2 - ( 5 -^5=-;i/- 2 -7i-^- 4 -;fr3f 
tl/U;i/) aih^rS/] -2, 4-f7 4 /'J^^^>, 

3) (R) — ( + ) — 5— [3 — [4 — [2— (2-7'J/l/) -5-*3^1/-4 
-^^r-9-^/U;i/^ h=3pS/] - 3 h^PS/^o:— ztU\±M -2, 4-^-dp 



4) (S) - (-) - 5- [3 - [4 - [2- (2-7'JM -5-*^;i/-4 
-tf^-tf-Vfy h^P^>3 - 3 h3rS/7:r— ;!/] 7"D^) -2, 4-^-^P 

5) 5- [3- C3 -yjv^u -4 - (5 2 -^x^;v- 4 
vy;i/*h=^» 7i-M ^atf;i/] -2, 4 -^iJ-yy ^>^>, 

6) 5- [ 5 - [3 h3f $/-4 - (5 2-7 3L=-J]/-4 -7t^^ 

7) 5 - [ 3 - [3, 5-*;*h3F$/-4 - [2 - C (E) -*^U /!/) -4 - 



[ft 8] 




1 7 



ffiSE#¥ 10-3076293 
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8) 5- C U - [ (3, 4-i/-tKn-6-fcKn^i/-2, 5, 7, 8-^ 
h^^^-;i/-2H-i-^;>ytf^>-2 — f;i/) ^h^>>] y^-M 

] -2, 4 -*T X JV *Jls¥*y, 

9) 5- C C4- [2- 2-fcf U ^';i/T^ ^ ) inh^*/] y^-jV^ 

-2, 4 -f7i/'J i>^^>T>^if^#lf (rtl'btfHb-^fc, 

j^T. m^b^No. i, <bil*o. 2 fc^miBi-&r 0 d*i£©e> 

ft-ir%No. 1, 3, 8fc£tf 9;&W£ L<U #Mb^No. 1 3 
^ [0 0 2 5] 

x&$mm.mtLv>i&. mm&miKDM.. Mmmno^. mwtmt&m., i&m&t. 
t/=Lum. m^m, ^u>(ym. ?=cywi. ntwm.. y>=m * 

1 8 tBSE#¥ 10-3076293 
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[0 0 2 6] 

&$&m(Dfc&m (I) M^-IS#^BH5 5 - 2 2 6 3 6 (EP 

-A - 8 2 0 3 ) , #|H§BS6 0-208980 (E P-A- 1 5 5 8 4 5) , # 
IHBB6 1-286376 (E P-A-2 O 8 4 2 0) , ^l§Hg 6 1 - 0 8 5 3 7 
2 (EP-A- 1 7 7 3 5 3) , 4#il§Hg 6 1-267580 (EP-A-193 
2 5 6), #l§^5- 8 6 0 5 7 (WO- A - 9 2 1 8 5 0 1) , #H^7 - 8 
226 9 (EP- A- 605228), <JfBI¥ 7 - 1 01945 (EP-A-6 
1 2 7 4 3), E P-A- 6 4 3 0 5 0£<J:tfE P-A- 7 1 0 6 5 9 (#H§¥ 
^ 9-194467) ^{CgB^^^fe^VNli^-niC^-rs^StCJ; y«3g"TSi 

[0 0 2 7] 

3fc»«-©>ffe^--«h-(-i-)-*-fcii-^©^ (j^t, m^mwik^nv&m-tz) & 

, TNF- ai«^lt^lt5MSii:lTt«^5. £ fe, 

IC ft & T N F - a jgfefttfXBTSs&IH * f=- \% T N F - a *Stt{BT$&^T* & & . 
*»W©#L^S!ltt, nifLKf^ (ffiU Hh, vtf*, ^yK ^-9-^, -f*, 

^7, -V-JVm lC*fb, TNF-a^g5#i-S^3!£'l4^0<D 

[0 0 2 83 

1 9 10-3076293 



# ¥ 9—225302 



[0 0 2 9] 

v*n=J-/i/, zf^ift, h^naS/i, F U *y U U btis 

o 

y tr-;i/7;p3-;i/, jKU tf-;i/trn u F>, #;i/3tf3f £/*^;v-fe;i/n 
-^tb'J9A, ^^;i/ir;i/D-^, HKn^e/^f ^t^n-x, kKn^pi/ 

2 0 £fii£4#¥ 10-3076293 



9 — 225302 



# [0 0 3 0] 

Mmm&m.<DMm£Jux&^m&&mm*- ft-f^^m ( b # ^-t ;i/ 

-£#>&ii^l MMt LTffiO . Img/kg~fc?j3 0mg/kg N # * L < tti® 2 mg/kg~^j 
[0 0 3 1] 

ft^No. 1 ©t&fifci62479. 5g (fl^^lNo. 1 £LT2250g) „ ?L«H3930.5gfe J: 

U : ^;i//K^ri/^5 L ;i/'fe;i/n-x^;i/^ , t7A (-fyjv* u-xftjvz/VJ*) 540gS:^ 

2 1 ffiSE#¥ 10- 3 076293 



4$5p 9 — 225302 



1 &15Bg^^-r*TIBitarit©telffll40 f 000^«:#fe. 
iil^fe»J©S^(#fi:mg) : 



1 ) *t-£4fcNo. 1 0>%Sft% 16.53 

2 ) ?L*i 9 2.87 

3) n-*:fc;t/S/?A 7.2 

4) t Ka^r^yntf^/-fe;i/n-^ 3.0 

5) ^fy^tYn^^ o . 4 

ft 12 0.0 
[0 0 3 2] 



3U40, 000$| 

^ilifef:tJOM(f&:mg) : 



1 ) <ffc-&#No. 1 CO^m^L 3 3.06 

2 ) ftfg 7 6.34 

3) n- # 2* 7.2 

4) t Kn^ri/^n tf;i/-t;i/n-^. 3.0 

5) XfTU^iv^^^A 0.4 

ft 12 0.0 
[0 0 3 3] 

mmms 



3!!l40,000&t£^fc. 

^il^fcyoM TO: mg) : 

2 2 tfJliE4#¥ 10-3076293 



#5p 9 — 225302 



1 ) -fb^No. 1 



4 9.59 



2) 



114.51 



3) P-X A 



10.8 



4) t Kn^rS/^nif;i/-fe;i/D-x 



4 . 5 



5) *-T-7U S/EfryyfrS/frA 



0 . 6 



18 0.0 



[0 0 3 4] 

(j&tfTNF- a*<£T^M) 

f&*3t>, aH&teJIKft • ^J^^5 s ;i/T*&£KKA y V'?;*.(Z)&i (lOiMffc) 18EES: 
2» (#9© iC##, -S¥ tCttrtat©»*IB» (CE-2, H#*--- 

VTftm) £> tf&gf JCfcfrffc^ifoNo. l©figftfio.001% (w/w) & 

2 U$s( & —zfU- h [77^3> (Falcon) *±, 0)45- # a: /I/ (we 

11) iC, 0.05Mb V^-^mmmWL (pH8.0) ^UfcftTNF-aaftl 
gG [^if-fA (Genzyme) ^ 3RBET3 (100 /e g/ml) & 5 * If oflUjsU ^ 

#9i^&0.1Mh'JXtt»af»( (PH7.6) [0.4M&fl^ h U 0 
.1% (w/w) C7i/Jfii?f T;i/^5 ^ Q.1% (w/w) ^S/jfilUJT^^^ 0.1% (w/ 
w) T^bth'J^A, lmM&ftV***^ A (j^t, 
IE) *C«fe^bfc. 

[0 0 3 5] 

#?:c;WClfil^3D£VM2TN F- a iMWrv*? (Serotec) *±, 

lO/tt lSr^JII^T, iST'2.5Hmifc„ a:^ £ffi?#^ffi$tT*Sfct#^ 



2 3 



ffi|£# 5p 10-307 



9-225302 



. ^««atT»#3Rbfclf*^>'ffc*/iTNF- a^I gGM (35ng/ml) £2 
!)>j!f-7>A>fA (Boehringer Mannheim) GmbHtL K^f^) 20 # 1 ^ 

ia-eii*isi**bfei 

ov^, ^-)x;i/$:^ifiiT^m affile £ nfe&^-£#<z> /s - 

D — jJ^i? h is ffljsihfco #?:n;WC»« [60mM 4 

-^^;i/^>^U Jl- 0 -D-JS^? h>>h\ (Sigma) ft. ^ffl 

) §r30yi*l-ro*DA, WJRHlS&HIi&L*:. ^fiT4 «riaSJ5S«. OAMPV */> 
-TKtfttS'Jf Aitt (pH10.3) 0.13mlS:iinAT^^$:#Jhbfc. £ 

— (Cyto Fluor) II, A-t^f-f ^-/Ut^fAX (PerSeptive Biosyst 
ems) ft, fcfl^T. @@&&350im, M^*460nmT*M^ b fc B 

fcfc, #?>tl€>m^S^e>, gmMLfeTNF-a(DSi#fflffiI$:ffl^ 
TTNF-ai^IHJlfc. 
C^l] iC^fo 

jfil3tt£©TNF- a* (pg/ml) 



i 




4. 9 7 + 1. 7 5 | 


1. 5 2+ 1. 08** 



¥^±^mMM ; Mmmiztt-tzmi&m (* * : p<o.od 

[0 0 3 6] 

Gfil*f»TNF-aJMBT#M) 
jtte'M^ • *§J^^TVl/T*&5?>fX# -7 7f-f - (Wistar fatty) 9f 

2 4 ffiIE#¥ 10-3076293 



9—225302 



-r^t>*>, mB&mm • ttfjR^^-cafes^-f ^^-7rf^ - (wistar f 

atty) 7^hOt (16MSp) IC, flS-^ftNo. 1 <Di&®ei&£ 3 mg/kgftM/H ©Jg 

*fRg3¥£LT, ^>fX^-U-> (Wi star lean) ^ «y h ©£t (16Mifr 
mmLfcskWL*:&'bftML. jfiUBtrfi©TN F - a 1 i: bT3£ 

*gJH£ C*2] lCat-r o 
t^2] jfil^cfJ^TNF- a* (pg/ml) 



1 




1 


TNF 


-at (pg/ml) 


Mmm 1 


0 («4^«r) 




5 6. 


9 ±4 7. 5 


1 


0 ($!^iu) 


1 1 


3 9. 


5 + 50. 0 




1 


1 1 


0 9 . 


9 + 61. 0 




2 


1 1 


1 5. 


1 ± 5 9 . 0 




3 




6 9. 


9 + 64. 3 




4 


1. . 


6 7. 


2 + 70. 6 * 



¥*&«±«flMSg ; *$&m (Wistar f atty^ y h^M) ©H^$!-£0 B (*g 
#itf) ^{C^ft-S^itM (* : P<0.05) 

[0 0 3 7] 

(#M*TNF-aMT^) 
»te'[£flE?S • mmffi^T )1>T*%> Z> 4 7s* - 7 T"rJ - (Wistar fatty) 

2 5 ffiSE#^ 10-3076293 



9 — 225302 



h£E^T. #&S£#tf>TNF-a»£$J/£U #38l5Ht<&4&©T N F - a fllffl 

• IIM^^^^T^S^^ 77f-f - (Wistar f 

atty) (16iiM) iC ttl^No. 1 fflSit&^2 il^|#tCLT 

i£-£Lfc 0 ^^b«, 3£««-£l, 2, 3fc£tf4B#&C, ^yM0ETo£ 

^I^ttT, ^-f^#-y-> (Wistar lean) =?yV<Dl& (16Mffr 

»3ll/fc#«atC, -t©MJI©20aJHSCD0.1MhUX«tKa«« (pH7.6 
) [lMMth'J^A, 2% (w/w) tfS/jfitffT/I/^V, 2nMXfl/>i?7 

^ y^r v^wmz-r h y ^i*t& (edta) , rynf-> (soh y ^s/>ia* 

aiyh/'JyfA) ;fcJ:tf0.02% (w/w) 7»h'JfAfe^t] fciUx., 





I, 15,000rpm"C30^raa 












ftlfcftf 1 4: 




life. 




13] &C3TC-r= 












hf&J6tp<Z>TN-F- 


at 


(pg/gMJi 


*) 




1 




i 


TN F 


-ai (pg/g?SM*) 


*fiK# 1 


o ast&m 




15 6. 


7 ± 6 1. 


9 




o (a#«r) 




3 5 6. 


61105. 


6 




i 




2 0 0. 


1 ± 1 6 5. 


1 * 




2 




18 1. 


4 + 108. 


2 * * 




3 




10 5. 


1 ± 9 6. 


4 * * 




4 


i 


10 7. 


3 ± 9 5. 


7 * * 



¥-mm±mmmm (wistar fatty^* n«js) cDi«a#oH (« 

-£f&) »tC^-T*^*^ (* : p<0.05, * * : p<0.01) 

2 6 mSE#^ 10-30 7 6293 
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[0 0 3 8] 

^ftWit^tyKDJ >tf hD (in vitro) Jcfetts«F»f , 3*?SttBft3R^^iSTa* 

#IIIIISrtjai»'fb**S:JB*K:LTff«Lfe. 
•t (Wistar) ^vh(DM (6 aft) «fc U, ^^U>iD»HR 
SjfiiU S«ilyfeJfii«K:^*<Z)jfa«^ttM3% (w/w) fdf^ hr? 

a-^Lfc. a^?s$:. 3o^#««, s^«LT#e>n*a:aE&^aAife*jcj: 

( JIIU ZLOSS^M^^T-f # (Ficoll-Hypaque) % [*/^ 

V (sigma) tfc, 3(5BJ] ICM» bT3SM>#J||bfc. 

_»_e>_«k5tifeis^ £ js iifict j;.issjfa3«.s: .bs.*-u_«F- & a« b r=. „ - 

% (w/w) ^fc^- h U ^A*^?g4ml$:in^.T'r^ J f><^b, 20~30##ttb 
T^J&«&?R«S-tirfc. ovaT% #&tiSfH*»[lc*)^L/fel.6% (w/w) j&ffc^- 

»*D«&41C, 150Xg-e5#raSM>#JfcU ±m*&T. tfcigfcPBS (phosp 
hate buffer saline) "e^^bfeo 

3<Z)J:-5&CbT#fc$?itr38<£, £3B&fc*T?tfsi*ft, fc/J^nffcJ&ift (minimu 
a essential medium) J&ifi fc «fc »J, 8F#3$$$j£#&flsagLfc. 

M©«are#itiu n$ra«*ffc, mftfeiH [dcfh-da (2', i % -V9 

nn^Jl/tflz-fe-f ] &8&inU FACX^-V> (FACScan) ( 

2 7 mSE4f ¥ 10-3076293 



9—225302 



C*4] IC^t. 
[0 0 3 9] 



1 


i 
1 


iftfiMt4MI 


*fMi¥ 1 

it&mo. i®%Bt% i 


7 0 7 | 
4 6 6 | 


10 0 
6 6 


MNo.8 1 

i 


3 7 7 
2 4 2 


10 0 
6 4 



. ij^-njr^p^— (Clin. Exp. Rheumatol.) , 15#, 233-237H. 1997^ ; >f 
>:7^;*->>3> (Inflammation) „ 20#, 427-438K> 1996^) ] 0 

[0 0 4 0] 

mm. ^m^mm^t. mm. mm. - mma>mm. nmm. 

2 8 miE^ 5 ? 10-3076293 
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mm 

mmi t n f — a &w&+&ik&&mm<D : ?mi5&Tfmmmk hxmm^ 

UtH - - 



O-, -CH (OH) -^fcli-NR 3 - (fcfc'b RSteB^tlTV^fc J^T 
) T?^$tl-5^ ; m&O 1 ; nteO, l£fc&2 ; X& 

C H £ tz. ttN ; A ttij£-£#2; £ te^SStifc 1 ~ 7 <D 2 ffi©flg® JfeBHfcfclR* ; Q 14 

Sr^JftLTUT* «fc^. L £ J: VH42 VMC 

• LTfcy, TNF-afflI«!ia*S:^UTf^«-r*m^S»I. 




1 



ttJffifW 10-3076293 
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i&mxitmffi] 

[»8!lt#] 



000002934 

^iS^^rt^E^wregTS 1 # 1 # 

100073955 

^BR^Rr^te;ilE+H*irr2TB 17#85f 

_10.007-7.012 



*R^Rrpie;ifE+ = *Brr2-l 7-8 5 



sera 



i 



mSE^^P 10-3076293 
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ft m a 



[0 00002934] 



l . £3E*lU!B 

ft * 



1992$ 1^220 
^Bg^KrpcfJ^:IEjt#BTE3T gl#l^ 



1 



ajSE#¥ 10-3076293 



